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1. As 


DETAILED ACTION 

request for continued examination under 37 TFR i ua • i ^ , 

on unaer J / CFR 1.1 14, including the fee set forth in 37 

CFR 1.17(e), was filed in this application after final 


for continued examination under 37 CFR 1.114 


rejection. Since this application is eligible 
and the fee set forth in 37 CFR 1 . 1 7(e) has been 


timely paid, the finality of the previous Office action has been withH™ 

ai,uun nas oeen withdrawn pursuant to 37 CFR 

1-114. Applicant's submission filed on 12/02/2002 has been entered. 

2. Amendment D received 9/30/200? nan., on • 

W30/2002, paper 20 ,s acknowledged. Claim 18 was canceled 

Claims 14, 19 and 20 were amended. 

3- Cuixentlyclaims 14-17and 19-26 are pending and under consecration. 

Prior Citations of Title 35 Sections 
4. The text of those sections of Title 35 U.S. Code 
prior office action. 


■ not included in this action can be found 


in a 


re located on a separate sheet 


Objections Withdrawn 
5. Object made i„ paragraph 4 of ,he office acta m ai,ed 7/05/2001, paper # ,5 is 
withdrawn. The office has received an Abstract of Disclosure 
attached to this response. 

of the office action maifed 3/29/2002, paper U 18 is withdrawn. 

Rejections Moot 

7. Rejection of claim 1 8 made under 3 5 USC 1 1 ? fw 

UbC 1 12-first paragraph in paragraph 13 of the office 
action mailed 3/29/2002 nanpr ai 9m ♦ • . 

2002, paper # 18 moot in v,ew of applicant's cancellation of the claim. 
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8. Rejections of claim 1 8 made under 35 USC 1 o?rw • 

USC 102(b) in paragraphs 15 of the office action 

mailed 3/29/2002 nanor iio; . . . 

002, paper #18, raoot m view Qf ^ ^ 

9. Rejections of claim 18 made under 35 USC mv a \ ■ 

USC 103(a) in paragraphs 16 of the office action 

mailed 3/29/2002 naner a is, * . 

02, Paper moo , , n Vlew of ^ ^ 

Rejections Withdrawn 

10. Re Jectionofclaimsl4-17andl9-26under35USC m r , 

3 U.S.C. 1 12, first paragraph made in 

paragraph 13 of the office action mailed 3/29/2002 oaoer # i « ■ u 

/WA pa P er # 18 is withdrawn in view of 

applicant's amendments. 

U. Rejections of claims 14-17 and 19 * , 

-» i / ana iy- z(y made under 35 T JSP l m/u\ ■ 

nfF ■ 2(b) m P^agraphs 1 5 of the 

olrice action mailed 3/29/2002 oaoer U i s ; - AJ 

• ReJK "° nS ° f dafas '«-» ^ 19- 26 made under 35 USC ,0 3( a> ■ 
„ " ubt - 103 <a) m paragraphs 16 of the 

otnee action mailed 3/29/2002 Dam-r in;. 

002, paper # 18 ls w , thdrawn in yjew of 

Rejections Maintained 

The rejection was as stated below: 

Claims 14-26 are rejected under 35 US r no 
failm „ , . ' ' ,2> SeC ° nd - "eing indefinite for 

^^^^^^^^ 
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Claim 14 recites the limitation "before actual growth phase" It is not clear what time 
period between 3 to 10 hours constitutes this phase. 

Claim 14 recites the limitation "in the beginning of the growth phase". It is not clear 
what time period between 3 to 10 hours constitutes this phase. 

Applicant's arguments of 09/30/ 2002 have been carefully considered but they are not 

deemed persuasive. 

Applicant argues that one of ordinary ski ll in ,he m would ^ without ^ 

experimentation when each of the time period begins. I, is no, necessary ,„ define the tinte 

periods in numerical real time. 

I. is the examiner's position the grow* phase differs among different organisms and highly 
dependent on culture conditions, i,., temperature, type of medium, size of mocmum, etc. „ a,so 
is no, clear if one assays a. constant intervals, then correlates with growth. What is the definition 
of "actual growth phase" and what is mean, byrecitation of "actual grow* phased Thus one of 
ordinary skill in me ar, would no, know without undue experimentation when each of the toe 
periods begins. The above terms are not defined by me claims or ,„ the specification and me 
phrases are not descriptive. 

New Grounds for rejections 
Claim Rejections - 35 USC § 112- first paragraph 

14. Claims 14-17 and 19-26 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a method for detecting Salmonella species from a 
cultivation medium, does not reasonably provide enablement for mmm^n^^. 
The spedfication does not enable any person skilled in the art to which it pertams, or with which 
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it is most nearly connected, to make and/or use the invention commensurate in scope with these 

claims. 

Amended claim 14 recites a method for detecting bacteria havmjUimbriae, comprising 
detecting bacteria haHr^fMjnae from a cultivation medium within the time period of 3 to 10 
hours from the onset of cultivation, by detecting fimbria, antigens, which are, expressed scon 
after inoculation into the medium. The claim language encompasses mxlmenztemzlm™ 
and an, fimbria! antigen. However, the specification is directed towards detecting Salmonella in 
foodstuff, (see page 3) The specification mainly mentions two strains Salvia vpMmurtun, 
and Salmonella entendUis that are the cause of food-borne disease (page 6). In example 4 
specification recttes the use of RVS broth as growth medium (page 4, line 9). In the same line i, 
is mentioned that the plate cultures were started simultaneously with ELISA measurements, ifs 
not clear which medium was used to plate the organism and how bacterial densities were 
measured. The specification fails to provide essentia! information and steps. There is not enough 
guidance in regard to the production of antibodies against different fimbria! antigens of other 
bacteria or other enteric bacteria and their similarity or differences with the Salmonella. 

I. is well known in toe art that fimbriae are thin, proteinaceous, polymeric surface organelles 
expressed by the members of Enterobacteriaceae including most Salmonellas. The adhesive 
Action of Particular fimbriae of E,o,i has been we,, studied. However the role of Salmonella 
fimbriae is not well understood (Dibb-Fuller, Letters in Applied Microbiology 1997. Prior art 
already made of record). There are many different fimbriae known to be expressed by 
Salmonella, (i.e. SEP ,4, ,7,2. etc, (Dibb-Fuller page 451). Also, little information is 
available on the lnvi.ro conditions of expression of these fimbriae (Dibb-Fu.ler page 447). 


Application/Control Number: 09/646,043 

Art Unit: 1645 ' Page6 

Factors to be considered in determining whether a disclosure would require undue 
experimentation have been reiterated by the court of appeals in hr^Wands, 8 USPQ 2d 1400 at 
1404 (CAFC 1988). 

These facers include ,) the quantity of experimentation necessary, 2) the amount „f direction or 
guidance presented, 3) the presence or absence of working examples, 4) the nature of the 
invention, 5) the state of the prior art, 6) the reiative ski,, of those in the art, and 8) the breadth of 


the claims. 


Applying the above test ,o the facts of record, i, is determined that 1) no declaration 
under 37 C.F.R. 1. ,32 or other relevant evidence has been made of record estab.ishing th. 
amount of experimentation necessary, 2) insufficient direction or guidance is presented in the 
specification with respect to selecting other bacteria and their antigens having the claimed 
functional feature of Salmonella fimbrial antigens, 3) there are no working examples which 
suggest the desired results can be obtained in other bacteria, 4) the nature of the invention 
involves the complex and incompletely understood area of rapid detection methods, 5) the state 
of the prior art shows the ,aek of correlates ,„ bacteria, fimbria, antigens, 6) the re,ative ski,, of 
those in the art is commonly recognized as quite high (post - doctoral level), and the lack of 
predictability in the fie,d ,„ which the invention pertains is recogmzed inthe art as evidenced by 
the cited prior art. 

Amended Cairn 20 of the in** apphcation is no, „„, y drawn to a synthetic po,ype P ,ide 
bu, is also drawn to a derivative thereof. The specification discloses an ,8 amino acids sequence 
(SEQfD*, (see amendment A). The amended specification recte that this sequence was 
traced from the Salmonella typhimunum type 1 fimbriae and in order to select a specific 
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sequence differing from ,„e corresponding E. coli type 1 fimbriae, the two sequences were 
compared with each other. There is no guidance provided „ |0 how ^ ^ 

were from each other. 

The scope of the claims is not commensurate with the enablement provided by the 
disclosure win, regard to the extremely large number of peptides broadly encompassed by the 
claims and the claims broadly encompass a significant number of inoperative species. Since the 
amino acid sequence of a protein „ r a peptide determines its structural and functional properties, 
predictability of which changes can be tolerated in a protein, amino acid sequence and s,i„ 
retain simi.ar activtty/utility requires a knowledge of and guidance with regard ,„ which amino 
acids in the protein's sequence, if any, are tolerant of modification and which are conserved (i.e. 
expectedly intoteran, to modification), and detailed k„ow,edge of the ways in which the proteins' 
structure relates ,„ its fimctio. However, the problem of prediction protein stntcture from mere 
sequence data of a single protein and in turn utilizing predicted structural determinations ,„ 
ascertain functional aspects of me protein and finally what changes can be tolerated witn respect 
•hereto is extremely complex and weH outside the realm of routine experimentation. 

White recombinant and mutagenesis techniques are known, i, is m routine m me „ h 
screen for multiple substitutions or multipte modifications of other types and the positions within 
fte protein's sequence where amino acid modifications can be made with a reasonable 
expectation of success in obtaining similar activity are limited in any protein a„ d me result of 
such modifications is unpredictable based on the instant disclosure. 

One skilled in the art wou ld expect any ,oleran ce t0 modification shown fa g ^ 
protein to diminish with each further and additional modification, e.g. Multiple substitution, 
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^ ~ "'-eproteins is Wghly conserved Md Me 
specification does „ suppor , ^ 

» u „ nsandih91ient$becauset ; 

pmfica,™ does ^ djsc , ose (he fo 
• ,he --'°'-«.»- lfatlonandMlentofsuchtoierance ' 

"odtfied and which regions are cridca!; 
" """"^"avesorrhgm^if 

^ntiaHyinM,,^^ 
Th„. ,• ""ray to be successful. 

"ear a reasonable correlation with *. ^ * m « 

- -—fly. and in— e , . ^ '° — » * art 

improperly, extenstve and undue. See Am.™ r „ 

H ™«aical S Ltd 927 F 2<t 1 7no ^^ias^U^ 

■y.M6(Bd.Pat.A P p. & ir.|. , 986 . 
^viewofalloftheabovcinviewoffe,^,,. u 

use the ,nvent,on commensurate in 
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Claim Rejections - 35 USC §112 
rtc foUowing is a quotaljoil „ f ^ ^ ^ ^ ^ ^ 

The specification shall conclurfp «/,>!, 

I* C,ainls ' 5 -lM9-2Da„d24-25arere j ec te du„de r 35USCI,2 s . 

u • ■ 112 > se cond paragraDh a<? 

applicant regards as the invention. 

*ope of „ claim 14 , whkh fe djrected (o ^ . ^ 

c, fflm2 o ra , ttsaeptes , VheremmicroMandgensaredw 

unknown bacteria? 
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Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

16. Cairns 14-17 and ,9-26 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Thorns, C. J. e, al. (US Patent Number 5,510,241) prior art already made of record, in view of 
Blakbum. C. de W. (Journal of Applied Bacteriology. Vol. 75. pp. 199-214, 1993). 

Claims as amended now recite a method for detecting bacteria having fimbria 
comprising detecting bacteria l^ymgjimbriae fiom a cultivation medium within the time period 
of 3 to 10 hours from the onset of cultivation, by detecting fimbria! antigens, which are, 
expressed soon afrer inoculation into the medium. 

Thorn e, al. teach a method for detecting for the presence otSa, m oneUa species expressing 
fimbrial antigens, which have been grown on a selected medium, (see title and abstract and 
claims). Thorn et al. used a variety of liquid and solid media (see column 2, lines 25-65) and 
various temperature ranges from 22°C to 60° C (see columns 5 and 6). Thorn et al. teach 
detecting bacteria having fimbriae from a cultivation medium within the time period 
of 1 8 hours from the onset of cultivation (see column 7, example I). Thorn et al. 
also used direct binding and indirect ELISA methods. Thorn e, al. tether teach a method 
wherein the microbial antigens are detected with antibodies, which have been produced against 
synthetic peptides or a derivative thereof (see column , , and claims). THorn et al. also teach 
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derivatives of the claimed synlWc peptide (see S£Q m # , ^ ^ ^ ^ ^ ^ 
26-2S, Thorn „ a, fails t0 teach (ime perjod of 3 (o ]o ^ ^ 

However, attempts to ^ the ^ ^ rf ^ ^ ^ 

Blakburn, page 199, Rapid Cultural Techniques). 

^^^^^^^^^^^^ 

bac t e ri a suc „a S& W fc are„e ed e,O n e h av i „ g „ rd i n ar ysHHnthe „ wou|dhav ^ n 
^^'^^^^^^^^ 

appropna.e action can be taken within a shorter period. 

Conclusion 

1 7. No claims are allowed. 

Any inouirv concerning this Conxion or earlier ^ ^ ^ 

shou,d he directed ,„ Khatoi Shahnan-Shah whose telephone number is (703, 30S-8896 The 

canhereachedo„ (7 03,308-390,The f axpho„e„urnher f „ rth e„r g an iz a,i onwhere(his 
application orproceeding is assigned to is (703) 305-3014. 
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should be directed to the receptionist whose telephone number is (703) 308-0 1 96. 

— ■ 

Khatol Shahnan-Shah, BS, Pharm, MS 
Biotechnology Patent Examiner 
Art Unit 1645 

RODNEY P SWARTZ, PH.D 
March 27, 2003 PRIMARY EXAMINER 



